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and secondary dermatomiositis) (DM) and polymyositis (PM) including the rest
of the patients. Also, IIM were classified (Il) as primary polimiositis (PPM),
primary dermatomyositis (PDM), overlap syndrome (OSd), juvenile myopathies
(JM), cancer-associated myopathies (CAM), autoimmune necrotizing myopathy
and inclusion body myositis (these were grouped as other myositis; OM).
Results: In the PM and DM groups 250 and 229 (52.2% and 47.8%) patients
were included respectively. Positive ANA, anti-Jo1 and anti-RNP were higher in
the PM than in the DM group (67, 22 and 19% vs. 56, 11 and 6%) (p=0.21,
p=0.002, p=0.0001, respectively). The presence of anti-MI2 was higher in the DM
group (p=0.024), according to the classification Il, we found statistically significant
differences in ANA, anti-Jo1, anti-RNP and anti-ACA. The OSd group had the
highest proportion of ANA, anti-RNP and ACA positive AA and the JM group had
the lowest frequency of Anti-Jo1 (see Table 1).

Table 1. Autoantibodies profile inlIM according to classification Il

AA Comparison between groups Frequency P
PPM 91% vs. 54%
PDM 91% vs. 63%
ANA 05d. v ™ 91%vs.40% | 0,0001
CAM 91% vs. 63%
PDM vs. M 63% vs. 54%
PPM 3%vs. 25%
Anti-Jol PDM 3%vs. 19% 0,0001
M s,
oM 3% vs. 36%
PPM 40% vs. 6%
PDM 40% vs. 3%
Anti-RNP 0sd wvs. ™ A0%vs, 7% 0,0001
CAM 40% vs. 5%
ACA 0Sd vs. PDM 18% vs. 3% 0,002

Conclusions: The AA associated with the [IM subtypes is consistent with
published scientific evidence on other cohorts for ANA, anti-Jo1, anti-RNP and
anti-MI2, in spite of the small sample size. The OSd group showed higher ANA
and anti-RNP frequencies which might be explained by the coexistence of SLE
and MCTD patients. It could be interesting to follow up those PPM patients with
positive AA because they could be in the future diagnosed with a connective
tissue disease. Carrying out longitudinal studies that include a greater proportion
of patients may help to evaluate and predict the clinical course of [IM.
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PRIMARY BILIARY CIRRHOSIS ALONE
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Background: Anti-Ro52 antibodies are detected in patients with Sjogren’s
syndrome (SjS), systemic sclerosis (SSc) and other autoimmune rheumatic
diseases. Epitope mapping studies of anti-Ro52 in autoimmune rheumatic
diseases have failed to find any difference on epitope recognition suggesting a
common stimulus for the loss of tolerance to Ro52. Such epitope differences,
however, were noted between SjS and non-rheumatic diseases and in particular,
SjS-associated primary biliary cirrhosis (SjS-PBC) or PBC alone (1).
Objectives: To assess whether or not the Ro52 epitope profile in anti-Ro52+ SSc
patients differs from that of SSc-associated PBC (SSc-PBC) or PBC.

Methods: Serum samples were obtained from 63 anti-Ro52-positive (by ELISA)
patients (33 SSc, 10 SSc-PBC, 20 PBC alone). Antibody reactivity to full length
recombinant Ro52 and 5 baculovirus expressed Ro52 fragments spanning the
whole sequence [Ro52—1 (aa 1-129), Ro52-2 (aa 125-268), Ro52-3 (aa 269—
475), Ro52—4 (aa 57-180, partly overlapping with Ro52—1 and Ro52-2), and
Ro52-5 (aa 181-320, partly overlapping with Ro52—-2 and Ro52-3)] were tested
by a line immunoassay.

Results: Reactivity was present to: full length Ro52 in all anti-Ro52 positive
SSc, PBC-SSc, or PBC patients by line immunoassay; Ro52—1 in 6/33 (18.2%)
SSc, 3/10 (30%) SSc-PBC, and 3/20 (15%) PBC; Ro52-2 in 33/33 (100%) SSc,
10/10 (100%) SSc-PBC and 20/20 (100%) PBC; Ro52-3 in 0/33 (0%) SSc, 0/10
(0%) SSc-PBC and 0/20 (0%) PBC; Ro52—4 in 4/33 (12.1%) SSc, 2/10 (20%)
SSc-PBC, and 4/20 (20%) PBC and Ro52-5 in 11/33 (33.3%) SSc 4/10 (40%)
SSc-PBC, and 9/20 (45%) PBC respectively (p>0.05 for all epitopes amongst the
3 cohorts). No statistically significant correlation was found.

Conclusions: The major epitope of anti-Ro52 does not differ among SSc,
PBC-SSc and PBC and is localized on aa125-268, the major epitopic region of
anti-Ro52 antibodies in SjS and other rheumatic diseases. Our epitope mapping
data suggest that the mechanisms responsible for the loss of tolerance to Ro52
is common amongst diseases.
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Background: Diffuse cutaneous systemic sclerosis (dcSSc) is a severe subtype
of SSc, a rare, chronic autoimmune connective tissue disease associated with
significant morbidity and mortality, and with reduced quality of life. Currently,
there are no approved disease-modifying therapies to treat the vascular and
fibrotic damage in patients with dcSSc. Soluble guanylate cyclase stimulators,
such as riociguat, target the transforming growth factor beta pathway, inhibiting
signalling through non-SMAD pathways. They have been shown to inhibit dermal
fibrosis in several animal models and to ameliorate fibrosis of the skin and
intestine in bleomycin-induced fibrosis and experimental chronic graft-versus-
host disease." These preclinical data suggest that riociguat has vascular and
antifibrotic properties that may be beneficial in dcSSc, potentially delaying disease
progression.

Objectives: RISE-SSc (NCT02283762) is an international, multicentre, ran-
domised, double-blind, placebo-controlled, parallel-group, Phase Il study to
assess the efficacy and safety of treatment with riociguat versus placebo in
patients with dcSSc. The primary efficacy endpoint is change in modified Rodnan
skin score (MRSS) from baseline to Week 52.

Methods: Eligibility criteria include a disease duration of <18 months and mRSS
of 10-22, parameters identified to be predictors of progression of skin fibrosis.?
Patients were randomised (1:1) to treatment with riociguat (adjusted up to 2.5 mg
tid over the first 10 weeks) or placebo for a total of 52 weeks. The double-blind
phase will be followed by an open-label extension phase for up to 6 years where
all patients receive riociguat.

Results: Study recruitment was completed on 30 Dec 2016 and 121 patients have
been randomised. MeanSD age at inclusion was 50.7+12.3 years (range 18-79)
and 76% (n=92) were female. At baseline the mean+SD mRSS was 16.8+3.7
(range 10—22) and disease duration was 8.8+5.5 months (range 0.5-18.5). Almost
70% of the patients tested positive for either anti-SCL-70 (43%) or anti-RNA
polymerase Il (25%) antibodies, while 32% of patients tested negative for these
two antibodies. Swollen and tender joint counts were present in 38 (31.4%) and
51 (42.1%) patients, respectively, while 35 patients (28.9%) had tendon friction
rubs. Digital ulcers were present in 15 patients (12.4%) at baseline.
Conclusions: RISE-SSc has a unique trial design with a cohort enriched for
disease progressors,? which is reflected in the baseline characteristics of the
randomised patients. Results of the RISE-SSc study will provide data to inform
not only the efficacy, safety and tolerability of riociguat treatment in patients with
dcSSc, but also the feasibility of a new trial design based on cohort enrichment.
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Background: Systemic sclerosis (SSc) is a chronic connective tissue disorder

of unknown etiology characterized by tissue fibrosis and vascular damage [1].

Digital ulcerations (DUs) are common manifestations of vascular involvement [2].

Althoughthe vascular dysfunction of SSc has been considered mainly to affect

microvasculature [3], there is recent evidence showing that SSc is associated

with the prevalence of large vessel disease [4]. However, only a few studies
investigated the relationship between macrovascular disease and its role in the
clinical manifestations of SSc such as ulcers.

Objectives: To assess the relationship between the Macrovascular dysfunction of

upper and lower limbs with digital ulcerations in patients with systemic sclerosis.

Methods: Ninety patients with SSc (45 cases with DUs and 45 cases without

DUs) enrolled in this study. Patients with other rheumatologic diseases and

diabetics patients were excluded from the study. Data which were collected from

the patients, included, age, past medical history of cardiovascular disease and
dyslipidemia, SSc disease duration, type of SSc (IcSSc or dcSSc), Raynaud’s
phenomenon (RP), RP duration and digital ulcerations (DUs), Body weight (BW),

Height, Waist circumference (WC), Body mass index (BMI), Blood pressure (BP),

serum levels of SCL-70 antibody and Anti $2 microglobulin antibody. Then Doppler

sonographies were performed. The outcome variables were the peak systolic
velocity (PSV) and resistance index (RI) of ulnar, radial, popliteal, dorsalis pedis
and tibia artery.

Results: The SSc patients with DUs have significantly lower PSV and higher Rl

in the ulnar (PSV:52.1+7.9 vs 55.7+4.1, p=0.006 and RI: 0.58+0.15 vs 0.52+0.06,

p=0.003), dorsalis pedis (PSV: 33.9+1.9 vs 34.5+0.4, p=0.027 and RI: 0.54+0.11
vs 0.50£0.04, p=0.045) and tibial artery (PSV: 32.6+3.1 vs 34.4+0.9, p<0.001 and

RI: 0.62+0.16 vs 0.51+0.07, p<0.001) in comparison to SSc patients without DUs.

PSV and RI of ulnar artery were significantly correlated with age (p=0.012 and

p=0.019), disease duration (p=0.001and p=0.001) and Raynaud’s phenomenon

(RP) duration (p=0.048 and p=0.028). PSV and Rl of tibial artery had significant

correlation with age (p=0.038 and p=0.009), systolic blood pressure (p=0.022 and

p=0.037) and diastolic blood pressure (p=0.015 and p=0.010).

Conclusions: We concluded that digital ulceration in patients with SSc might be

frequently related to the macrovascular dysfunction in below the elbow and knee.
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Background: Systemic Sclerosis (SSc) is a connective tissue disease character-
ized by skin fibrosis and visceral organ involvement. Localized Scleroderma (LoS),
also known as morphea, is a fibrosing condition limited to the skin, subcutaneous
tissue, underlying bone, and rarely central nervous system if present on face
and head. SSc and LoS may share some aspects, such as histopathological
findings, presence of autoantibodies and systemic symptoms, especially Raynaud
phenomenon (RP). In this perspective they may represent two ends of a spectrum
of disease.

Objectives: The aim of our study is to evaluate the evolution from LoS to SSc in
our case series of SSc patients.

Methods: We retrospectively investigated 330 patients fulfilling the SSc-
ACR/EULAR criteria referred to our University-based Rheumatology Unit. The
occurrence of LoS preceding the SSc diagnosis was evaluated for each patient
on the basis of medical records; clinical, laboratory, and instrumental features
were analyzed, from the presenting symptoms at the disease onset to the first
visit and during the follow-up, with particular attention to very early cutaneous
manifestations.

Results: Five SSc patients (1.5% of our SSc series) had a clinical history of
LoS prior to SSc diagnosis. All were women with mean age at time of LoS
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onset of 39+16.1SD years and time interval between LoS and SSc diagnosis
of 19.2+16SD months. Skin biopsy was performed in 4/5 patients showing
nonspecific inflammatory infiltrate, collagen fiber deposition and dermis sclerosis.
In all patients RP was the first extra-dermal symptom, preceding LoS in 2/5
patients. Cutaneous involvement was represented by patches of skin sclerosis
localized in limbs, trunk and face; while scleroderma was classified as cutaneous
limited SSc in 4/5 patients and sine scleroderma in one. Following the SSc onset
2/5 patients had a history of digital ulcers, 1/5 esophagopathy, 1/5 interstitial
lung disease; while capillaroscopy evidenced a SSc pattern in 4/5 patients. ANA
were detected in all patients with anti-ENA positivity in 3/5 (1 ACA, 1 anti-Scl70,
1 anti-UT1RNP); the presence of autoantibodies was observed in 3/5 individuals
before SSc onset. None referred exposure to toxics or cigarettes smoke, while
autoimmune thyropathy was the most frequent comorbidity. No local treatments
had been employed for LoS but only low dosage of systemic steroids.
Conclusions: LoS and SSc are two distinct clinical entities that may share some
clinical features; however, LoS is characterized by the absence of sclerodactyly,
RP, digital ulcers, and typical SSc capillaroscopic changes; while possible internal
organs involvement is much less frequently observed and the transition to SSc
is exceptional and reported in only pediatric population. At our knowledge, this
is the first observation of well-documented evolution from LoS to SSc in adult
population as shown by updated review of the literature. The presence of RP and
ANA positivity observed before the SSc onset can be considered as red flags of
LoS evolution towards SSc, as reported in literature in pediatric population. SSc
following LoS seems to be characterized by higher prevalence of vasculopatic
symptoms compared to fibrotic complications. Finally, a careful clinical and
laboratory monitoring of patients with LoS is recommendable to early identify the
possible evolution to overt SSc.
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Background: Arthritis, myositis and Interstital lung disease (ILD) represent the
classic clinical triad of antisynthetase syndrome (ASSD). In anti Jo-1 positive
patients, these findings may appear also during the follow-up. Even if a similar
cumulative trend has been showed also in non anti Jo-1 positive ASSD, a head to
head comparison of clinical spectrum time course in these patients is still lacking
Objectives: To assess the clinical spectrum time course in non anti Jo-1 positive
ASSD, according to different underlying non anti Jo-1 specificities

Methods: Clinical, laboratory and instrumental data collection of anti PL-7, PL-12,
and EJ positive patients from an international database of ASSD

Results: We identified 63 (42%) anti PL-7, 66 (44%) anti PL-12 and 20 (14%) anti
EJ positive patients, reporting their characteristics in table 1 (disease onset) and
2 (last follow-up). At disease onset, no substantial differences were observed. At
the end of follow-up, we observed some differences between anti PL-12 and both
anti PL-7 and anti-EJ positive patients. In particular, anti PL-12 positive patients
presented less frequently ex-novo triad findings and had a reduced prevalence of



